Background: This study aims to describe trends in the rate of abdominal aortic aneurysm (AAA) and use of open surgery repair (OSR) and endovascular aneurysm repair (EVAR) in elderly patients with and without type 2 diabetes in Spain, 2003Spain, -2012 
Background
Diabetes is a risk factor for peripheral, coronary, and cerebrovascular disease. However different studies have associated diabetes with the reduced risk of abdominal aortic aneurysm (AAA) [1] [2] [3] [4] . A recent meta-analysis reported that patients with diabetes have a lower prevalence of AAA and they show a decreased risk of developing new AAA or enlarging their AAA compared with non-diabetics [5] .
The primary risk associated with AAA is rupture, which may occur suddenly and without symptoms and is often fatal. An estimated 59% to 83% of patients with AAA rupture die before hospitalization and operative mortality (in hospital or 30-day) is approximately 40%. Almost all deaths from rupture occur after age 65 years, and most deaths in women occur after age 80 years [6, 7] .
Since its introduction in 1991, endovascular aneurism repair (EVAR) has significantly extended [8] . EVAR is an alternative to open surgery repair (OSR), especially in patients for whom open surgery poses a considerable risk due to coexisting medical conditions, including patients with diabetes [9] . Whether diabetes is a risk factor for mortality and morbidity after AAA repair is controversial. In 2005, Leurs et al. have shown that people with diabetes have a significantly higher early mortality rate as well as a higher incidence of device-related complications compared with non-diabetics following endovascular AAA repair [10] . An increased perioperative morbidity and mortality risk for people with diabetes undergoing aortic surgery, however, is not universally accepted. There have been studies that have shown that diabetes is not associated with significantly worse major outcomes following AAA repair [11, 12] . Indeed, Hughes et al. reported that following open, elective, infra-renal AAA repair, diabetes is not associated with an increased risk of mortality compared with non-diabetics (OR 1.4, 95%CI 0.68-2.71) [13] .
The prevalence of AAA in Spain has been reported in previous investigations [14] [15] [16] [17] [18] . However, most studies included small samples and were conducted on primary health care centers or hospital services using ultrasonography as the diagnosis method. The prevalence observed for the 65-75 year age group ranged from 3% to 5% [14] [15] [16] [17] [18] . In Spain there is no population based screening program for AAA and the Medical Societies recommend screening for AAA with ultrasonography in men aged 65 to 75 years who have ever smoked [16] .
To our knowledge, no previous studies have investigated national trends in the use and outcomes of open and endovascular AAA repair in diabetic and non diabetic patients in Spain.
In this study, we used national hospital discharge data to examine trends in the incidence of AAA among hospitalized elderly patients with and without type 2 diabetes between 2003 and 2012 in Spain. In particular, we analyzed trends in the use of open and endovascular AAA repair, patient comorbidities, and in-hospital outcomes such as in-hospital mortality (IHM) and length of hospital stay (LOHS).
Methods
This retrospective, observational study was conducted using the Spanish National Hospital Database (CMBD, Conjunto Minimo Básico de Datos). This database is managed by the Spanish Ministry of Health, Social Services and Equality and compiles all public and private hospital data, hence covering more than 95% of hospital discharges [19] . The CMBD includes patient variables (sex, date of birth), admission date, discharge date, up to 14 discharge diagnoses, and up to 20 procedures performed during the hospital stay. The Spanish Ministry of Health, Social Services and Equality sets standards for record-keeping and performs periodic audits [19] . Data collected between January 1, 2003 and December 31, 2012 were analyzed.
Disease and procedure criteria were defined according to the International Classification of Diseases-Ninth Revision, Clinical Modification (ICD-9-CM), which is used in the Spanish CMBD.
We selected discharges for subjects whose medical diagnosis included AAA codes according to the ICD-9-CM: 441.3; 441.4; 441.5 in any diagnosis field. We only included subjects aged 50 years or over because the very low incidence of AAA is in the population under this age [3] .
We identified open AAA repairs and endovascular AAA repairs using ICD-9-CM procedures codes, 38.44 and 39.71, respectively.
Discharges were grouped by diabetes status as follows: type 2 diabetes (ICD-9-CM codes: 250.x0; 250.x2) and no diabetes. Patients with type 1 diabetes (ICD-9-MC codes: 250.x1; 250.x3) were excluded.
Clinical characteristics included information on overall comorbidity at the time of diagnosis, which was assessed by calculating the Charlson comorbidity index (CCI). The index applies to 17 disease categories, the scores of which are added to obtain an overall score for each patient [20] . We divided patients into three categories: low index, which corresponds to patients with no previously recorded disease or with one disease category; medium index, patients with two categories; and high index, patients with three or more disease categories. To calculate the CCI we used 16 disease categories, excluding diabetes, as described by Thomsen RW et al. [21] .
Information on smoking was identified using ICD-9-CM codes: 305 and V1582.
The mean LOHS and the proportion of patients that died during the hospital admission (IHM) were also estimated for each year studied.
Before the analysis was conducted we checked the database for any missing data on the following variables: Sex, Date of birth, Admission date, Discharge date and if the patient died during the hospitalization. If any of these variables were missing the record was deleted for the analysis. As all the databases pass a quality control at the Ministry of Health before are sent to the investigators we had to discharge under 0.1% of records.
Statistical analysis
To assess time trends, rates of AAA discharges and open and endovascular repairs for type 2 diabetes and non-diabetic patients were calculated in terms of 100,000 inhabitants. We calculated yearly diabetes-specific incidence rates dividing the number of cases per year, sex, and age group by the corresponding number of people in that population group, using age-and sex-adjusted estimated prevalence of diabetes obtained from National Health Surveys conducted in 2003/4, 2006/7, 2009/10 and 2011/12 and data from Di@bet.es Study [22, 23] . We also calculated the yearly age-and sexspecific incidence rates for non-diabetic patients dividing the number of cases per year, sex, and age group by the corresponding number of people in that population group (excluding those with type 2 diabetes), according to data from the Spanish National Institute of Statistics, as reported on December 31 of each year [24] .
A descriptive statistical analysis was performed for all continuous variables and categories by stratifying discharges for AAA, open and endovascular repairs according to diabetes status. Variables are shown as proportions, means with standard deviations or medians with interquartile ranges (LOHS). Bivariate analyses of variables according to year was using χ2 linear trend analysis (proportions), ANOVA (means) and Kruskall-Wallis test (medians), as appropriate.
In order to test the time trend in the incidence due to abdominal aortic aneurysm, we fitted separate Poisson regression models for patients with and without type 2 diabetes, using year of discharge, sex, age, CCI, smoking and type of repair as independent variables. A global model including the same variables and diabetes status was also conducted to assess the adjusted effect of diabetes in the incidence.
For IHM, logistic regression analyses were performed with mortality as a binary outcome using the same independent variables for those with and without diabetes and for the entire population to assess the influence of diabetes on IHM. Statistical analyses were performed using Stata version 10.1 (Stata, College Station, Texas, USA). Statistical significance was set at p < 0.05 (2-tailed).
Ethical aspects
Data confidentiality was maintained at all times in accordance with Spanish legislation. Patient identifiers were deleted before the database was provided to the authors in order to maintain patient anonymity. It is not possible to identify patients on individual levels, either in this article or in the database. Given the anonymous and mandatory nature of the dataset, it was not necessary to obtain informed consent. The study protocol was approved by the ethics committee of the Universidad Rey Juan Carlos.
Results
We identified a total of 115,020 discharges of patients admitted with AAA We found that the proportion of patients who smoked was 33.6% in patients with type 2 diabetes and 34.3% in those without diabetes.
Shown in Figure 1 are the cumulative incidences of discharges for AAA according to age group for men and women with and without diabetes along the entire study period (2003) (2004) (2005) (2006) (2007) (2008) (2009) (2010) (2011) (2012) . The incidences were significantly higher among men and women without diabetes aged 70-79 and 80 years or over than in patients with type 2 diabetes. Table 1 shows the annual hospital discharges rates, clinical characteristic and outcomes for patients with an AAA discharge diagnosis according to diabetes status from 2003 to 2012. The cumulative incidence of discharges due to AAA in patients with diabetes increases significantly from 50.09 cases per 100,000 inhabitants in 2003 to 78.23 cases in 2012. In patients without diabetes, the incidence increased significantly from 69.24 cases per 100,000 inhabitants in 2003 to 78.66 cases in 2012. The incidences were higher among those without than those with diabetes in all the years studied.
For both groups studied a significant increase in the mean age and in the prevalence of smoking was observed along the study period.
The mean LOHS fell from 9 days in 2003 to 7 days in 2012 for either patients with type 2 diabetes and in those without diabetes (p < 0.05).
Crude IHM remained stable overtime for both groups compared with patients with type 2 diabetes showing lower IHM than patients without diabetes in all years studied. In patients who underwent an OSR, there was a significant male predominance in patients both with and without diabetes (96.3% and 95%). Mean age was 69.73 years (SD, 7.55 years) in patients with type 2 diabetes and 69.85 years (SD, 7.85 years) in those without diabetes.
Patients with type 2 diabetes who underwent OSR procedure had significantly higher CCI values compared to those without diabetes (44.3% vs. 41.8% with two or more coexisting conditions, respectively).
Among those who underwent OSR, the mean LOHS was 11 days in patients with type 2 diabetes and 12 days in those without diabetes. Also, IHM was 13.3% in patients with type 2 diabetes and 17.1% in patients without diabetes.
As can be seen in Table 2 , among patients with type 2 diabetes who underwent open AAA repair, the incidence of discharges decreases significantly from 6.7 cases per 100,000 inhabitants in 2003 to 6.41 cases in 2012. In patients without diabetes, the incidence decreased from 12.28 cases per 100,000 inhabitants in 2003 to 8. The IHM among those who underwent an OSR did not change significantly for those with and without type 2 diabetes. We found that over the entire period, in patients who underwent an EVAR, the mean age was 73.09 years (SD, 7,39 years) in patients with type 2 diabetes and 73.51 years (SD, 7,84 years) in those without diabetes and there was higher proportion of males undergoing endovascular AAA procedures in both groups (96.8% in patients with type 2 diabetes and 95% in patients without diabetes).
In our study, patients with diabetes who underwent an EVAR procedure had significantly higher CCI values than those without diabetes (53.5% vs. 47.9% with two or more comorbidities). In patients with type 2 diabetes, the overall IHM was 5.9% and in those without diabetes 6.8%; however the mean LOHS was 7 days in both groups.
As can be seen in Table 3 among patients with type 2 diabetes who underwent an EVAR the incidence of discharges increased significantly from 2.14 cases per 100,000 inhabitants in 2003 to 7.21 cases in 2012. In patients without diabetes, the incidence raised significantly from 4.07 cases per 100,000 inhabitants in 2003 to 7.12 cases in 2012.
Over the 10-year study period, the mean age of patients with type 2 diabetes who underwent an EVAR increased from 72.88 years (SD, 6. (15) 13 (15) 12 (13) 12 (14) 12 (14) 12 (13) 11 (12) 10 (12) 10 (11) 12 (14) IHM, n (%) (8) 7 (7) 8 (7) 7 (8) 8 (12) 7 (6) 7 (6) 7 (8) 7 (7) 6 (6) 7 (7) IHM, n (%) In our study, LOSH in patients without diabetes decreased significantly from 8 days (SD, 10 days) in 2003 to 6 days (SD, 6 days) in 2012, but remained stable in those with type 2 diabetes over the period of study (Table 3 ). The IHM among those who underwent an EVAR remained stable for those with and without type 2 diabetes during the 10-year study. Table 4 summaries the results of multivariate analysis of trends and factors associated with incidence and IHM among patients with and without diabetes hospitalized for AAA. From 2003 to 2012, the adjusted incidence rate ratio of having a AAA discharge diagnosis in patients with type 2 diabetes was significant and higher than in those without diabetes(1.09 95%CI 1.08-1.09 vs. 1.03 95% CI 1.02-1.04).
Incidence rate ratios were significantly greater in older subjects, especially those age 70-79 years, and patients with ≥2 comorbidities for those with and without diabetes.
With regard to IHM, among subjects with diabetes IHM was significantly greater in women than in men (OR, 1.38; 95%CI, 1.17-1.65), in older subjects (OR 2.71; 95%CI 2.02-3.64 in ≥80 aged group compared with reference category 50-59 years) and in those with more comorbidities (OR 1.36; 95%CI, 1.18-1.56 for those with 2 comorbidities and OR 2.12; 95%CI, 1.93-2.53 for those with ≥3 comorbidities). Over the entire period of time and after adjusting the model for the rest of the variables, the probability of dying of a diabetic smoker patient with AAA is 0.65 (95%CI 0.57-0.73) times lower than for a diabetic non smoker patient.
Those diabetic patients who received an OSR procedure had a 2.52-fold (95%CI 2.06-2.93) higher probability of dying during their stay than those who did not undergo this procedure. Time trend analysis showed a significant decrease in mortality from 2003 to 2012 (OR 0.98 95% CI 0.96-0.99. As can be seen in Table 4 the same variables were associated to IHM among those without diabetes.
When we analyzed the entire database, patients with type 2 diabetes had significantly lower mortality than patients without diabetes after adjusting for all covariates (OR, 0.81; 95%CI, 0.76-0.85).
Discussion
Our results reveal that more than 16% of Spanish adults who suffer AAA have an associated diagnosis of diabetes. These results are consistent with those of De Rango et al. (2012), who showed that 13.6% of patients admitted to hospital for AAA in Italy had diabetes [25] .
Using the Spanish National Hospital Database, we found that rates of hospitalization for AAA in patients with and without type 2 diabetes increased significantly from 2003 to 2012, but incidence rates were higher in non-diabetic patients over the period of study. In Italy, Sensi et al. indicated that when they focused on elderly patients (aged 75 years or more) hospitalization rates increased over time and explain this trend as a delayed clinical onset of illness, resulting from the combined effect of genetic factors and the decrease of smoking [26] . In US, Mureebe et al. found a significant increase in the number of hospitalizations for intact AAA from 296 per 100,000 in 1995 to 341 per 100,000 beneficiaries in 2006. They indicated that AAA rates have increased significantly due to elective repair of large aneurysm prevents subsequent rupture and another potential explanation for the increase in number of admissions for the diagnosis of AAA was that there has been for patients who have EVAR, and those patients may be inflating the admission pool of those patients with the diagnosis [27] .
After adjusting by age and sex the incidence of hospital discharge with an AAA diagnosis was significantly lower among men and women with diabetes as compared to non diabetic subjects.
Previous reports based in cross-sectional studies of AAA screening and case-control studies have shown an inverse association between diabetes and AAA [3, 5, 28, 29] . In 2015, Shah et al. investigated this evidence from large prospective cohort studies with 3113 AAA events and concluded that type 2 diabetes was inversely associated with AAA (adjusted HR 0.46 95%IC 0.35-0.59) [4] .
We found an increase in EVAR procedure rates and decline in hospital admissions for OSR in patients with and without type 2 diabetes from 2003 to 2012. Sensi et al. indicated that EVAR technique became the preferred method for AAAs since 2008 and the advantage of this surgical procedure is that it requires shorter hospitalizations, although is more costly [26] .
Our investigation reinforces the well-known fact that AAA incidence is significantly lower in women than in men [3] . However, despite having one fifth the number of AAAs than men, women constitute approximately one-third of all ruptures and almost as many deaths as men [30, 31] . In our study IHM was significantly greater in women with than in men with or without diabetes. Mureebe et al. (2010) found that female gender was associated with increased risk of death (OR 1.53; CI95% 1.47-1.58) in patients with ruptured AAA and the mortality rate for women was higher by 8.9% for open repair and higher by 7.1% for EVAR vs. men. These authors suggest that biologic factors and mechanical properties of the aorta may contribute to the differences seen between men and women [32] .
In our study, the IHM decreased over time among diabetic and non-diabetic patients with a diagnosis of AAA. However because the number of hospitalizations increased over time, the decreased in mortality rates suggest good quality of care [26] . . ‡ Calculated using logistic regression models: Odds Ratio (OR). The logistic regression multivariate model and Poisson regression model were built using as dependent variables "death (yes/no)" and "incidence" respectively, and as independent variables year, sex, Charlson comorbidity index, and age.
Patients with type 2 diabetes had significantly lower mortality than patients without diabetes. One explanation is the presence of diabetes might be an additional factor to select the best strategy to apply in individual small AAAs. It has been shown that for patients with small AAA under surveillance, the risk of death, aneurysm-related death, and aneurysm rupture are very low (less than 1% per year) and, therefore, surveillance has been largely recognized as the best strategy for most patients [25] .
Another explanation could be the "obesity paradox" [33] . An elevated body mass index (BMI) may be associated with a decrease in AAA mortality. It is well known that obesity is much more frequent among those with than without diabetes. In 2014 Sidloff et al. concluded that BMI demonstrated a negative linear association with AAA mortality (P < 0.007) [34] . A recent prospective study of 18782 persons with diagnosis of AAA in US concluded that a BMI ≥25 kg/m2 was protective (HR 0.72; 95% CI 0.53-0.98) [35] .
Different studies suggest that it is hyperglycemia that retards aneurysm progression and mortality by AAA. The Health in Men study reported a negative association between fasting glucose and aortic diameter in 2859 non-diabetics [36] . Investigators at Standford reported that hyperglycemia in mice was associated with slower AAA enlargement, and this effect was diminished by insulin therapy [37] .
In our investigation smoking was associated to significantly lower in hospital mortality for patients with and without diabetes.. Kent et al. concluded that a substantial number of women, nonsmokers, and people < 65 with multiple comorbities have a risk of AAA equivalent to or greater than that of 65-year-old male ever-smokers [3] . The survival effect, meaning that those who even suffering diabetes continue smoking are those with less severe disease and less comorbid conditions, may explain this association. Also different coding for those who die in the hospital and those who survive could explain this association. In any case further studies are necessary to clarify this association.
We found that patients who received an OSR procedure had higher probability of dying during their stay than those who did not undergo this procedure. Our results are consistent with reported in the literature indicating higher 30-day mortality for OSR [38] [39] [40] .
A recent metaanalysis indicated operative mortality (30-day/in-hospital) after AAA treatment is increased in diabetics (OR 1.26 95%CI 1.10-1.44) but IHM after repair in diabetic patients showed no significant higher risk in these patients (OR 0.97 95%CI 0.63-1.50) [3] . Mureebe et al. (2008) indicated that when they evaluated the effect of EVAR on death, their results agreed with other studies that found a beneficial effect of EVAR in ruptured AAA and concluded that increased usage of this technology will likely sustain continuous improvement in survival in the future [27] .
The strength of our investigation lies in its large sample size, its 10-year follow-up period and its standardized methodology, which has previously been used to investigate diabetes and its complications in Spain and elsewhere [41, 42] . Nevertheless, our study is subject to a series of limitations. Our data source was the CMBD, an administrative database that contains discharge data for Spanish hospitalizations and uses information the physician has included in the discharge report; therefore, a limitation important to the analysis of the current data set is the lack of information about patient anatomy. We are not able to identify which of these patients had diseased iliac arteries, nor do we know the size of the aneurysms treated. Another significant limitation is the fact that we have not broken down our diabetic patients into groups based on therapy used to control blood glucose, and we were unable to state their blood glucose control pre-and postoperatively.
The present study also lacks information regarding the specific effects of diabetic medication on AAA. De Rango et al. indicated that data supporting the protective effect of hypoglycemic or other medication against AAA (e.g., statins, fibrates) are limited and require more in-depth analysis of their true efficacy [25] .
Another limitation of this database is its anonymity (no identifying items such as clinical history number), which makes it impossible to detect whether the same patient was admitted more than once during the same year. In addition, patients who moved from one hospital to another would appear twice.
Nevertheless, this dataset, which was introduced in Spain in 1982, is a mandatory register, and its coverage is estimated to be greater than 95% [19] . Concerns have been raised about the accuracy of routinely-collected datasets; however, these datasets are periodically audited. Consequently, the quality and validity of our dataset has been assessed and shown to be useful for health research [43] .
Conclusions
Our results show that rates of hospitalization for AAA in patients with and without type 2 diabetes increased significantly from 2003 to 2012, but incidence rates were higher in non-diabetic patients over the period of study for both sexes and patients aged over 70 years. Patients with type 2 diabetes had significantly lower mortality than patients without diabetes. Higher comorbidity and female gender in patients with AAA are associated with higher IHM for both groups of patients.
We found a decrease in the use of OSR procedures and an increase in the use of EVAR procedures in patients with and without type 2 diabetes. Patients who received an OSR procedure had higher probability of dying during their stay than those who did not undergo this procedure.
Given the rapid increase in the prevalence of diabetes and the aging population, these findings emphasize the need for further improvement in the control of AAA risk factors in people with diabetes. 
